During times of metabolite deprivation such as fasting or exercise, a family of proteins called AMP-dependent protein kinase gets turned on to kick off metabolic pathways for energy conservation. The kinases, which are evolutionarily conserved, have a ubiquitin-associated (UBA) motif in most catalytic subunits but not much is known about the domain. In this Paper of the Week, a team led by Terra G. Arnason at the University of Saskatchewan in Canada studied the UBA domain in the yeast AMPK ortholog called SNF1 kinase. By analyzing the effects of mutations in the motif, the investigators found that the UBA domain acts as a brake on the activation and activity of the kinase. The investigators went on to establish that the inhibitory effect of the UBA domain in the kinase is dependent on the FOXO family of transcription factors that promote resistance to oxidative stress, stall tumor development, and increase life span. The authors concluded, "This inhibitory domain has defined influences with FOXOs on stress and aging." 
